The shift in the LIV spectral absorption curves of acetylsalicylic acid (ASA) and salicylic acid (SA) produced by a change in pH has been used in the development of a method for the quantitation of these compounds.The differential spectral absorption curve of ASA exhibits a maximum at 300 mu.,while that of SA showsa maximum at 319 m and an isosbesticpoint at 300 mu..The method is simple and specific for ASA and capable of determining the concentration of the ASA and SA in the blood after the ingestion of 10 gr. of aspirin.
Is 1946, Lester ci' al. (1) (3) and studied its distribution in the i)lood and tissues of rats, and its rate of hydrolysis in tile plasma of rabbits (4. 5) . After oral administration of the labeled compound to rabbits, it was found in the plasma within 30 mm. and persisted for approximately 2 hr. Iandel et ci. (6) reported the presence of radioactive ASA iii the blood of human subjects following the oral administration of the labeled drug.
The "difference" method outlined by Lester ci' a!. (1) has been em-ployed recently by several investigators in a study of the ASA levels of blood after aspirin administration (7-10). It is obvious that a more specific method for ISA would be desirable in studying the relation between the ISA levels in the blood and the analgesic action of aspirin. The purpose of this paper is to present the experimental development of a specific method for the determination of ASA.
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Methods and Materials
Experimental Background
The shift in the TJV spectral absorption curves of barbiturates produced by a change in pH has been used in the quantitative estimation of these compounds for several years. In our laboratory, an automatic ratio-recording spectrophotometer was used to obtain the differential absorption curve of SI from solutions of SA in NaHCO1, pH 9, and SA in NaOH, pH 13.5. As found by \Villianis et al. (ii) the curve exhibited a peak at 319 m and an isosbestic point at 300 m. When ISA solutions (pH 9 and 13.5) were used, the differential absorption curve was characterized by a maximum at 300 m. Figures  1 and 2 
follows:
Free BA: The value in g./ml. was read from the free SA standard curve using absorbance values at 540 m from the free SA step above. Total BA: The value in g./mi. was read from the total SI standard curve using absorbance values at 540 m from the total SI step above.
ABA:
The concentration of ISA in g./ml. was obtained by subtracting the free SI value from the total SA value.
Determination of Total Salicylate
The total salicylate concentration of whole blood or plasma was determined by the method of Routh and Dryer (12) .
Results
Whole blood and plasma specimens were collected from human subjects at varying intervals after the ingestion of ISA-containing drugs, and the specimens were subjected to ISA and SI analysis by both the differential absorption spectra procedure and the commonly used "difference" method.
In general, the plasma levels were higher than those in whole blood from the same subject, and the two values were roughly correlated to each other by use of the hematocrit reading.
In view of the objections (10) raised to the use of plasma for ISA values, the results presented will be restricted to an experiment employing whole-blood specimens. Table 3 . In accord with reports of other investigators (9, 10), the ISA levels ( Table 3) exhibit peak values in the blood 20 mm. after ingestion of 10 gr. of aspirin; these values persist for more than 1, hr. At the 10-mm. level, the ASI comprises about 50% of the total salicylate (TS) ; after 20 mm., about 30%; after 40 mm., 15%; and 60 mill. after ingestion, about 8%. The steady decrease in the proportion of ASI to TS reflects the activity of the blood and tissue esterases. The blood levels of ASA, SI, and TS after the ingestion of buffered aspirin were appreciably higher than those after ingestion of aspirin alone. These findings also confirm the results obtained by other investigators (7, 9, 10) .
Discussion
The results shown in Tables  2 and 3 The rapid attainment of peak levels in the blood after oral adminis- 
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